We have read with interest three related papers that were recently published in this journal. [1] [2] [3] Taken together, the findings reported in these papers (summarized in online supplementary note) suggest that loss-of-function PRSS1 promoter variants can protect against pancreatitis.
The other side of the coin is however that gain-of-function PRSS1 promoter variants predispose to pancreatitis. It therefore follows that the risk-associated [rs4726576C; rs10273639C] allele shares a common pathogenetic mechanism with the previously reported trypsinogen duplication and triplication copy number variants (CNVs) 4, 5 since both types of variant predispose to pancreatitis by increasing PRSS1 expression; this mechanism is quite distinct from either the increased activation and/or stability of trypsin(ogen) or misfoldinginduced endoplasmic reticulum stress caused by disease-associated PRSS1 missense mutations. 6 However, despite both serving to increase PRSS1 expression, the promoter The critical region contained within these duplicated sequences is indicated by vertical dotted lines. Whereas #3, #4 and #5 are simple duplications, #1 and #2 are complex duplications. In #1, only the functionally relevant duplicated segment is shown; this duplicated allele gave rise to the previously known triplication allele. 9 In #2, an insertion was present in the aberrant chromosomal junction. Sequences spanning the aberrant chromosomal junctions of the four novel PRSS1 duplication CNVs are provided in supplementary figure S1.
